We report on the occurrence of coronal craniosynostosis, anal anomalies, and porokeratosis in two male sibs. A third male sib was phenotypically normal as were the parents. The occurrence of these three clinical features has, to our knowledge, not been reported before. Cutaneous or anal anomalies or both have been reported in a number of syndromes associated with craniosynostosis, including Crouzon, Pfeiffer, Apert, and Beare-Stevenson syndromes. These syndromes are associated with mutations in the fibroblast growth factor receptor genes FGFR1, FGFR2, and FGFR3. They are inherited in an autosomal dominant fashion. In contrast, the cases we report do not carry any of the common FGFR mutations and the pedigree suggests autosomal or X linked recessive inheritance.
Porokeratosis is a chronic progressive disease characterised clinically by the formation of annular, flat lesions with raised scaly borders. Several clinical types have been described including disseminated superficial actinic, palmoplantar, and Mibelli types.' Little is known of the genetics of porokeratosis. It may occur sporadically or be inherited in an autosomal dominant fashion. Instability of chromosome 3 has been reported and may be a factor in the tendency to develop squamous cell carcinoma of the skin. 2 Apart from an association with Down syndrome, we are unaware of any other reports of porokeratosis in association with other congenital anomalies. 3 Craniosynostosis has not been reported in porokeratosis. However, cutaneous and anal anomalies have been described in other syndromes associated with craniosynostosis, for example, Apert, Crouzon, Pfeiffer, and Beare-Stevenson syndromes respectively." We present two male sibs suffering from craniosynostosis, anal anomalies, and diffuse porokeratosis. These patients are the first reported cases of this clinical triad. The affected boys have one normal sib and both parents are phenotypically normal. This suggests that the disorder is inherited in an autosomal or X linked recessive fashion, but non-penetrance and gonadal mosaicism cannot be excluded. (fig 1) . The latter required treatment by anoplasty followed by regular dilatations. The skin was normal at birth.
At 3 months of age he developed erythematous, scaly plaques on the cheeks, ears, fingers, toes, and posterior scalp. Examination showed two 4 cm scaly, crusted plaques on both cheeks with some central clearing (fig 2) . There was scaling of the posterior scalp, crusting of the helix of his ear, and erythema of the nail fold of the left thumb and index fingers without any associated nail dystrophy. Skin biopsy showed a mild, perivascular, chronic inflammatory cell infiltrate in the upper dermis, a number of necrotic keratinocytes in the epidermis, and vacuolation of the basal cell layer, but no cornoid lamella. He had a number of normal investigations including full blood count, electrolytes and biochemistry, immunoglobulin levels, complement assays, and neutrophil and lymphocyte function tests. Chromosome analysis was normal. Total genomic DNA was " and exon 1 of the TWIST gene were amplified by PCR.i 12 The amplified product was surveyed by direct sequencing for the presence of mutations as previously published. None was found. Mutations in these exons are the only ones reported to date as causing Crouzon, Pfeiffer, Jackson-Weiss, Beare-Stevenson, Apert, and Saethre-Chotzen syndromes respectively.5 18 No mutation was found in FGFR2 exon IIIb, which is alternatively spliced in, to code for the KGFR isoform that is expressed in epithelial cells.
CASE 2
The oldest brother of case 1, now aged 8, was similarily found at birth to have craniosynostosis with fusion of his coronal and sagittal sutures. Other anomalies noted were anterior position of the anus, hypospadias, and incurving of his fourth toes bilaterally. His presentation and early course have been described previously.'9 At 4 weeks of age he developed a scaly facial eruption and lesions similiar to paronychia on his fingers and toenails. His rash slowly extended with the development of lesions on the arms, legs, and perineum. By 6 months of age he had a symmetrical eruption affecting the face (fig 3) , limbs, and perineum, but sparing the trunk. The facial rash was reticulate, scaly, and erythematous with areas of poikiloderma over the cheeks and chin. There was focal crusting on the scalp and the margins of the pinnae. The acral rash was strikingly symmetrical with figurate and annular patterns. Individual lesions were well demarcated, erythematous, hyperkeratotic plaques with raised, brown, hyperpigmented margins. He had hypotrichosis of the scalp and eyebrows, delayed primary dentition, and normal nails. Skin biopsies were performed at 7, 9, and 13 months. The first two biopsies were non-diagnostic. The third biopsy, through the edge of a lesion, showed epidermal changes with parakeratosis, acanthosis with several dyskeratotic cells, and an increase in the number of mitotic figures. It also showed a cornoid lamella and focal vacuolar degeneration of the basal layer, characteristic of porokeratosis ( fig  4) . Normal investigations included full blood count, immunoglobulins, T cell subsets, and zinc levels. Magnesium levels were reduced on one occasion but were normal on subsequent testing. Chromosome analysis and DNA repair studies on cultured fibroblasts were normal.
Before confirmation of the diagnosis, the oldest sib was treated with zinc supplements, biotin, topical steroids, antifungal agents, antibacterial agents, and emollients. None of these agents resulted in any benefit. Following confirmation of the diagnosis of porokeratosis at the age of 13 
